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I. AMENDMENTS 



In the Specification: 

At page 1, please delete the existing title and insert therefor the following:~SYSTEMIC 
ADMINISTRATION OF ADENOVIRUS p53~. 

At page 2, line 3, please delete the first paragraph and insert therefor the following: -This is a 
divisional of co-pending application Serial No. 08/145,826 filed October 29, 1993 which is a 
continuation-in-part of 07/960,513 filed October 13, 1992, the entire text of which is herein 
incorporated by reference without disclaimer. The government owns rights in the present 
invention pursuant to NIH grants ROl CA 45187 and CA 16672-. 

In the Claims: 

Please cancel claims 1-42 without prejudice or disclaimer. 
Please add the following new claims: 

—43. A method of treating a human cancer patient having a human malignancy, comprising 
administering regionally to said patient an amount of an adenovirus composition effective 
to prevent growth of malignant cells, wherein said adenovirus composition comprises an 
adenovirus vector construct comprising a p53 gene, dispersed in a pharmacologically 
acceptable solution. 

44. The method of claim 43, wherein said adenoviral composition is administered to the 
patient by infusion over a period of time. 
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45. The method of claim 44, wherein said period of time is about 48 hours. 

46. The method of claim 43, wherein said amount comprises between about 10 3 to about 5 x 
10 adenovirus particles. 

47. The method of claim 46, wherein said amount comprises between about 10 3 to about 10 6 
adenovirus particles. 

48. The method of claim 46, wherein said amount comprises between about 1 x 10 10 to about 
5 x 10 12 adenovirus particles. 

49. The method of claim 46, wherein said amount comprises about 1 x 10 10 virus particles. 

50. The method of claim 46, wherein said amount comprises about 3 x 10 10 vims particles. 

51. The method of claim 46, wherein said amount comprises about 5 x 10 12 adenovirus 
particles. 

52. The method of claim 43, further comprising at least a second administration of the 
adenoviral composition. 

53. The method of claim 52, further comprising at least a third administration of the 
adenoviral composition. 

54. The method of claim 53, wherein the third administration occurs at least about one day 
after the second administration. 

55. The method of claim 53, wherein the third administration occurs about one day after the 
second administration. 
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56. The method of claim 53, wherein said first, second, and third administrations are each 
given on three consecutive days. 

57. The method of claim 43, further comprising resecting a tumor of said cancer patient. 

58. The method of claim 43, wherein said resecting occurs prior to said administering. 

59. The method of claim 43, wherein said adenoviral composition further comprises 
phosphate-buffered saline with about 1% (v/v) glycerol. 

60. The method of claim 43, wherein said adenoviral composition is delivered in a volume of 
about 10 ml or less. 

61. The method of claim 43, wherein the wild-type p53 gene is under the control of a CMV 
promoter. 

62. The method of claim 43, wherein said growth is prevented by apoptosis. 

63. A method of treating a human cancer patient comprising administering intravenously to 
said patient an amount of an adenovirus composition effective to prevent growth of 
malignant cells, wherein said adenovirus composition comprises an adenovirus vector 
construct comprising a p53 gene, dispersed in a pharmacologically acceptable solution. 

64. The method of claim 63, wherein said adenoviral composition is administered to the 
patient by intravenous infusion over a period of time. 

65. The method of claim 64, wherein said period of time is about 48 hours. 

66. The method of claim 63, wherein said amount comprises between about 10 3 to about 5 x 
10 12 adenovirus particles. 
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67- The method of claim 66, wherein said amount comprises between about 10 3 to about 10 6 
adenovirus particles. 

68. The method of claim 66, wherein said amount comprises between about 1 x 10 10 to about 
5 x 10 adenovirus particles. 

69. The method of claim 63, further comprising at least a second administration of the 
adenoviral composition. 

70. The method of claim 69, further comprising at least a third administration of the 
adenoviral composition. 

71. The method of claim 70, wherein the third administration occurs at least about one day 
after the second administration. 

72. The method of claim 70, wherein the third administration occurs about one day after the 
second administration. 

73. The method of claim 70, wherein said first, second, and third administrations are each 
given on three consecutive days. 

74. The method of claim 63, further comprising resecting a tumor of said cancer patient. 

75. The method of claim 63, wherein said resecting occurs prior to said administering. 

76. The method of claim 63, wherein said adenoviral composition further comprises 
phosphate-buffered saline with about 1% (v/v) glycerol. 
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77. The method of claim 63, wherein said adenoviral composition is delivered in a volume of 
about 10 ml or less. 

78. The method of claim 63, wherein the wild-type p53 gene is under the control of a CMV 
promoter. 

79. The method of claim 63, wherein said growth is prevented by apoptosis. 

80. A method of treating a human cancer patient comprising instilling intratracheally to said 
patient an amount of an adenovirus composition effective to effective to prevent growth 
of malignant cells, wherein said adenovirus composition comprises an adenovirus vector 
construct comprising a p53 gene, dispersed in a pharmacologically acceptable solution. 

81. The method of claim 80, wherein said adenoviral composition is administered to the 
patient by infusion over a period of time. 

82. The method of claim 81, wherein said period of time is about 48 hours. 

83. The method of claim 80, wherein said amount comprises between about 10 3 to about 5 x 
10 12 adenovirus particles. 

84. The method of claim 80, wherein said amount comprises between about 10 3 to about 10 6 
adenoyirus particles. 

85. The method of claim 84, wherein said amount comprises between about 1 x 10 10 to about 
5 x 10 12 adenovirus particles. 

86. The method of claim 84, wherein said amount comprises about 1 x 10 10 virus particles. 

87. The method of claim 84, wherein said amount comprises about 3 x 10 10 virus particles. 
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88* The method of claim 84, wherein said amount comprises about 5 x 10 12 adenovirus 
particles. 

89. The method of claim 80, further comprising at least a second administration of the 
adenoviral composition. 

90. The method of claim 89, further comprising at least a third administration of the 
adenoviral composition. 

91. The method of claim 90, wherein the third administration occurs at least about one day 
after the second administration. 

92. The method of claim 90, wherein the third administration occurs about one day after the 
second administration. 

93. The method of claim 90, wherein said first, second, and third administrations are each 
given on three consecutive days. 

94. The method of claim 80, further comprising resecting a tumor of said cancer patient. 

95. The method of claim 80, wherein said resecting occurs prior to said administering. 

96. The method of claim 80, wherein said adenoviral composition further comprises 
phosphate-buffered saline with about 1% (v/v) glycerol. 

97. The method of claim 80, wherein said adenoviral composition is delivered in a volume of 
about 10 ml or less. 
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98. The method of claim 80, wherein the wild-type p53 gene is under the control of a CMV 
promoter. 

99. The method of claim 80, wherein said growth is prevented by apoptosis. ~ 

REMARKS 

The independent claims as submitted in this Divisional Application have been previously 
deemed allowable in dependent form as contained in Application Serial. 23^T^/626^^^now 
subject to an interference proceeding. These allowable claims were amended to place them in 
independent form herein. Applicants submit that the subject matter of the independent claims as 
submitted in this Divisional Application is not the subject matter that is presently the basis of the 
interference. 

Support for the amended claims may be found throughout the specification, including at: 
page 42, line 20; page 42, line 27; page 39, lines 26-7; page 42, line 9; page 42, line 28; page 8, line 
28; page 9, line 1; page 43, line 13; page 7, lines 5-6; page 5, line 26; page 6, line 3 page 42, line 
25; and page 43, line 3. Thus, no new matter has been added. 

Claims 1-42 have been canceled without prejudice or disclaimer. New claims 43-99 have 
been added. Thus, claims 43-99 are pending. 
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Should the Examiner have any questions regarding this submission, he is invited to contact 
the'undersigned at her desk telephone at (512) 418-3081. 



ARNOLD, WHITE & DURKEE 
P.O. Box 4433 
Houston, Texas 77210 
(512)418-3000 

Date: October 6, 1999 



Respectfully submitted, 




Jina N. Shishima 
Reg. No. P-45,104 
Attorney for Applicants 
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